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USDA ANNUAL REPORT OF RESEARCH FACILITY FOR 2006-2007 
NOVARTIS PHARMACEUTICALS CORPORATION 
USDA Registration No. 22-R-0009 
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Summary of the NACUC approved exceptions to the Standards and Regulations: 

Canine Exercise Exemptions 


Protocol Title 


1 . Evaluation of 
Pharmacokinetic and 
Pharmacodynamic 
Properties of 
Compounds in Dogs 


2. Evaluation of 
Pharmacokinetic and 
Pharmacodynamic 
Properties of 
Compounds in Dogs 


3. Absorption, 
Distribution, 
Metabolism, and 
Excretion After A 
Single Oral or 
IV Dose in the Do 


4. Absorption, 
Distribution, 
Metabolism, and 
Excretion After A 
Single Oral or 
IV Dose in the Do 


5. Absorption, 
Distribution, 
Metabolism, and 
Excretion After A 
Single Oral or 
IV Dose in the Dog 


6. Training, 
Development and 
Refinement of 
Procedures 
















Days Without 
Exercise 

Reason 

40 

Prescribed rest following adverse reaction to dosing 

9 

Prescribed rest following adverse reaction to dosing 

19 

Radioactive isolation 

8 

Radioactive isolation 

7 

Radioactive isolation 

30 

Prescribed rest following surgery 





























USDA ANNUAL REPORT OF RESEARCH FACILITY FOR 2006-2007 
NOVARTIS PHARMACEUTICALS CORPORATION 
USDA Registration No. 22-R-0009 


Summary of the NACUC approved exceptions to the Standards and Regulations: 
Canine Exercise Exemptions 


Protocol Title 


Number 

Days Without 
Exercise 

Reason 

7. Effects of 
Antihypert. Comp on 
BP Resp.to 
Vasoactive Agents in 
Concious Dogs 

Dogs 

1 

12 

Prescribed rest following surgery 

8. Effects of 
Antihypert. Comp on 
BP Resp.to 
Vasoactive Agents in 
Concious Dogs 

Dogs 

1 

5 

Prescribed rest following surgery 













OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study - 20. Number of animals classified as category “E” - 1 3. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Eleven monkeys experienced dermatological effects. One monkey experienced dermatological 
effects and was humanely euthanized. One monkey experienced the compound related effect 
decreased locomotor activity. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animals 
remained on study. 

As soon as there were signs that one animal was experiencing significant pain and distress it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTI ONAL CO LUMN E EXPLANATION FORM 

{b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study - 4. Number of animals classified as category “E” - 1 . 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

One monkey experienced dermatological effects. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animal 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 32. Number of animals classified as category “E” - 3. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Three monkeys experienced compound related effects, primarily diarrhea and dermatological 
effects. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods ot 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animals 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIO NAL COLUM N E EXPLANAT ION FORM 

(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study - 18. Number of animals classified as category “E” - 1 . 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

One monkey experienced dermatological effects. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animal 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study - 10. Number of animals classified as category “E” - 3, 

3. Species (common name) Non-human Primate of animals used in this study, 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Two monkeys experienced compound related effects, primarily decreased locomotor activity. One 
monkey experienced compound related effects, primarily decreased locomotor activity and was 
humanely euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs for two monkeys were not severe and euthanasia was not necessary, therefore 
the animals remained on study. 

As soon as there were signs that one animal was experiencing significant pain and distress it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1 ) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number; 22-R-0009 

2. Number of animals used in this study - 32. Number of animals classified as category “E” - 1 2. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

One monkey experienced dermatological effects and was humanely euthanized. One monkey 
experienced the compound related effect decreased locomotor activity and was humanely 
euthanized. Five monkeys experienced the compound related effect diarrhea for at least 3 days 
and were humanely euthanized. Three monkeys experienced the compound related effect diarrhea 
for at least 3 days. Two monkeys experienced dermatological effects. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs for five monkeys were not severe and euthanasia was not necessary, therefore 
the animals remained on study. 

As soon as there were signs that animals were experiencing significant pain and distress they were 
euthanized. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIO NAL COLUM N E E XPLANAT ION FORM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 30. Number of animals classified as category “E” - 1 5. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Eight monkeys experienced compound related effects, primarily dermatological effects and 
decreased locomotor activity. Five monkeys experienced dermatological effects. One monkey 
experienced the compound related effect decreased locomotor activity. One monkey experienced 
the compound related effect decreased locomotor activity and was sacrificed unscheduled. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs for fourteen monkeys were not severe and euthanasia was not necessary, 
therefore the animals remained on study. 

As soon as there were signs that one animal was experiencing significant pain and distress it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 30. Number of animals classified as category “E” - 24. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Twenty-four monkeys experienced dermatological effects. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animals 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102); 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EX PLANA TION FORM 

(b)(4) 


1 . Registration Number: 22-R-0009 

2. Numberof animals used in this study- 10. Number of animals classified as category “E"- 5. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Four monkeys experienced compound related effects, primarily emesis. One monkey experienced 
dermatological effects. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animals 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




12 


OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 


1 . Registration Number; 22-R-0009 

2. Number of animals used in this study - 40. Number of animals classified as category “E” - 27, 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Twenty-six monkeys experienced dermatological effects. One monkey experienced dermatological 
effects and was humanely euthanized, 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animals 
remained on study. 

One animal was treated but due to significant pain and distress was humanely euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study - 10. Number of animals classified as category “E” - 9. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Nine monkeys experienced the compound related effect decreased locomotor activity. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animals 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study -24. Number of animals classified as category “E” - 10. 

3. Species (common name) Non-human Primate of animals used in this study, 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Ten monkeys experienced dermatological effects. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The animals were treated and the clinical signs were not severe and euthanasia was nol 
necessary, therefore the animals remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 11 3.1 02): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTION AL C OLUMN E EXPLANATION FORM 

{b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study - 12. Number of animals classified as category “E” - 5. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Four experienced dermatological effects. One monkey experienced dermatological effects and was 
humanely euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs for four monkeys were not severe and euthanasia was not necessary, therefore 
the animals remained on study. 

As soon as there were signs that one animal was experiencing significant pain and distress it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAJ rOl.IJ MN F. F.XPI ANATTON FO RM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 4. Number of animals classified as category “E” - 2. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

One monkey presumably experienced compound related effects and expired. One monkey 
experienced compound related effects, primarily impaired motor abilities. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animal 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTfONAT. rOT.TTMN F FXPT ANATTON FORM 

(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study - 10. Number of animals classified as category “E” - 6. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Three monkeys experienced compound related effects, primarily diarrhea for at least 3 days. Two 
monkeys experienced diarrhea for at least 3 days and decreased locomotor activity. One monkey 
experienced diarrhea for at least 3 days and decreased locomotor activity and was humanely 
euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

Five animals were treated and the clinical signs were not severe and euthanasia was nol 
necessary, therefore the animals remained on study. 

As soon as there were signs that one animal was experiencing significant pain and distress it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPT IONAL COLUMN E EXPLANATION FORM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 2. Number of animals classified as category “E" - 2. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Two monkeys experienced compound related effects, primarily impaired motor activity. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animals 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL^OLUMN^ EXPLANATION FORM 

{b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 32. Number of animals classified as category “E” - 3. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Two monkeys experienced the compound related effect decreased locomotor activity. One monkey 
experienced dermatological effects. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animals 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102); 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION F ORM 

(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study - 18. Number of animals classified as category “E”- 7. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

One monkey presumably experienced compound related effects and expired. Two monkeys 
experienced dermatological effects. Four monkeys experienced decreased locomotor activity and 
dermatological effects. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animals 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 36, Number of animals classified as category “E” - 7. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

One monkey presumably experienced compound related effects and expired. One monkey 
experienced recumbency and swelling was humanely euthanized. One monkey experienced 
decreased locomotor activity and abdominal distention. Four monkeys experienced swollen limbs. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs for five animals were not severe and euthanasia was not necessary, therefore 
the animals remained on study. 

As soon as there were signs that one animal was experiencing significant pain and distress it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study - 1 2. Number of animals classified as category “E" - 2. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Two monkeys experienced compound related effects, primarily dermatological effects. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The animals were treated and the clinical signs were not severe and euthanasia was nol 
necessary, therefore the animals remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAT, rOT.IIMN F FXPT .ANATION FORM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 1 6. Number of animals classified as category “E” - 7. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Seven monkeys experienced compound related effects, primarily diarrhea for at least 3 days. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The animals that experienced diarrhea for at least 3 days were treated. The clinical signs were nol 
severe and euthanasia was not necessary, therefore the animals remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study - 46. Number of animals classified as category “E” - 9. 

3. Species (common name) Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Seven monkeys experienced compound related effects, primarily emesis. One monkey 
experienced diarrhea for at least 3 days and emesis as a compound related effect. One monkey 
experienced diarrhea for at least 3 days as a compound related effect. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The animals that experienced diarrhea for at least 3 days were treated. The clinical signs were not 
severe and euthanasia was not necessary, therefore the animals remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 
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OPTI ONAL COL UMN E E XPLANATION FO RM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 6. Number of animals classified as category “E” - 3 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

Three dogs experienced compound related effects in this study, primarily decreased locomotor 
activity and were humanely euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that the animals were experiencing pain or distress, they 
were euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPLANATI ON FORM 

(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study: 6 , Number of animals classified as category “E" - 1 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

One dog experienced dermatological effects. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animal 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1 ) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIO NAL CO LUMN E EXPLANATION FORM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Numberof animals used in this study: 14 . Number of animals classified as category “E” - 1 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

One dog was misdosed and was humanely euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods ot 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that the animal was experiencing pain or distress, it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL^OLUMN E EXPLANATION FORM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 14 . Number of animals classified as category “E” - 3* . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

One dog experienced compound related effects in this study, primarily decreased locomotor 
activity, ataxia and muscle tremors and was humanely euthanized. One dog experienced 
compound related effects, primarily decreased locomotor activity and ataxia. One dog experienced 
compound related effects, primarily muscle tremors. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that the animal was experiencing pain or distress, it was 
euthanized. 

The clinical signs for two animals were not severe and euthanasia was not necessary, therefore 
the animals remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 


*- One animal listed as a Category E on this form was also listed as a Category E on 
another study 



OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 32 . Number of animals classified as category “E”- 8 . 

3. Species (common name) Dog of animals used in this study, 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

Seven dogs experienced compound related effects in this study, primarily diarrhea at least days. 
One dog experienced compound related effects and was sacrificed unscheduled. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs for seven dogs were not severe and euthanasia was not necessary, therefore the 
animals remained on study. 

As soon as there were signs indicating that one animal was experiencing pain or distress, it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 


{b)(4) 


1 . Registration Number; 22-R-0009 

2. Number of animals used in this study: 4 . Number of animals classified as category "E”- 1 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

One dog experienced compound related effects, primarily decreased locomotor activity. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animal 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number; 22-R-0009 

2. Number of animals used in this study: 8. Number of animals classified as category “E” - 5 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

Five dogs experienced compound related effects in this study, primarily diarrhea. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animals 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1 ) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPLANATION FORM 

{b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 10. Number of animals classified as category “E” - 3 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

One dog experienced compound related effects in this study, primarily decreased locomotor 
activity and expired. One dog experienced compound related effects in this study, primarily 
decreased locomotor activity and was humanely euthanized. One dog experienced compound 
related effects in this study, primarily diarrhea and weight loss. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that the animal was experiencing pain or distress, it was 
euthanized. 

The clinical signs for one animal were not severe and euthanasia was not necessary, therefore the 
animal remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXP L AN ATION FORM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 4 . Number of animals classified as category “E” - 1 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

One dog experienced compound related effects, primarily decreased locomotor activity and muscle 
tremors and was humanely euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that the animal was experiencing pain or distress, it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25. 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPLANATION FORM 


{b)(4) 


1. Registration Number; 22-R-0009 

2. Number of animals used in this study: 32 . Number of animals classified as category "E” - 1 , 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

One dog experienced compound related effects in this study, primarily diarrhea for at least 3 days. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animal 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study: 32 . Number of animals classified as category “E” - 3 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

Two dogs experienced compound related effects in this study, primarily diarrhea at least three 
days. One dog experienced compound related effects and was humanely euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs for two dogs were not severe and euthanasia was not necessary, therefore the 
animals remained on study. 

As soon as there were signs indicating that one animal was experiencing pain or distress, it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study: 4 . Number of animals classified as category “E” - 2 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

Two dogs experienced compound related effects in this study, primarily decreased locomotor 
activity and were humanely euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that the animal was experiencing pain or distress, it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL C OLUMN E EXPLAN ATION FORM 

{b)(4) 


1 . Registration Number: 22-R-0009 

2. Numberof animals used in this study: 9 . Number of animals classified as category “E” - 3 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

Three animals experienced adverse reactions to dosing. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The animals were treated and the clinical signs were not severe and euthanasia was nol 
necessary, therefore the animals remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 



OPTIONAL C OLUMN E EXPLA NATION FORM 

{b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 8 , Number of animals classified as category “E”- 1 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

One animal experienced adverse reactions to dosing and was humanely euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods ot 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that the animal was experiencing pain or distress, it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 



OPTIONAL C OLUMN E EXPLANA TION FORM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study; 9 . Number of animals classified as category “E” - 1 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

This dog was dosed with a pharmaceutical compound. 

One animal experienced adverse reactions to dosing. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

This animal was treated and the clinical signs were not severe and euthanasia was not necessary, 
therefore the animal remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 



OPTIONAL COLUMN E EXPLANATION FORM 


{b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 98 . Number of animals classified as category “E” - 1 . 

3. Species (common name) Rabbit of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

One rabbit experienced rales was humanely euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that this animal was experiencing pain or distress, it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 



OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study: 27 . Number of animals classified as category “E”- 2 . 

3. Species (common name) Rabbit of animals used in this study, 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

Two rabbits experienced compound related effects and were humanely euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal was experiencing pain or distress, it was 
euthanized, 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1 ) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 
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OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 30 , Number of animals classified as category “E” - 2 . 

3. Species (common name) Rabbit of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

Two rabbits experienced compound related effects, primarily ataxia. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animals 
remained on study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 




OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 30 . Number of animals classified as category “E”- 3 . 

3. Species (common name) Rabbit of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

Two rabbits experienced compound related effects and expired. One rabbit experienced compound 
related effects and was humanely euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal was experiencing pain or distress, it was 
euthanized. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 



OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study: 98 . Number of animals classified as category “E” - 5. 

3. Species (common name) Rabbit of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

Five rabbits presumably experienced compound related effects and expired. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 
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OPTIONAL COLUMN E EXPLANATION FORM 

{b){4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 30 . Number of animals classified as category “E" - 9 . 

3. Species (common name) Rabbit of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

One rabbit experienced compound related effects and expired. Three rabbits presumably 
experienced compound related effects and were humanely euthanized. Five rabbits experienced 
compound related effects to the neurological system, 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal was experiencing pain or distress, it was 
euthanized. 

The clinical signs for five rabbits were not severe and euthanasia was not necessary, therefore the 
animals remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 




OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study: 30 . Number of animals classified as category “E” - 7 . 

3. Species (common name) Rabbit of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

Seven rabbits experienced compound related effects including ataxia and decreased activity. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not severe and euthanasia was not necessary, therefore the animals 
remained on study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are guidelines 
available from the FDA that describe ways in which these requirements may be met. More specific 
guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 

2) Guideline on detection of toxicity to reproduction for medicinal products published in the 
Federal Register on September 22, 1994 (FR 48746). 



